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DETAILED ACTION 

The amendment filed 09/12/2007 has been entered. Claims 1-5 and 7-1 1 are pending 
and being examined. 

Maintained Formal Matters, Objections, and/or Rejections: 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 1-5 and 7-1 1 are rejected under 35 U.S.C. 102(e) as anticipated by or, in the 
alternative, under 35 U.S.C. 103(a) as obvious over Afar (U. S. Publication No. 20050019870). 

To the extent that "the polypeptide encoded by the cDNA deposited under ATCC 
accession number 209922" is, or is substantially similar to, "the polypeptide having the amino 
acid sequence of SEQ ID NO: 10", then applicant has the burden of distinguishing between anti- 
24P4C12 antibodies and the antibodies of claims 7-1 1, or alternatively, the antibodies of claims 
7-11 are prima facie obvious over the prior art for the reasons given in the last Office action. 

Applicants argue that: 

. . .the Afar reference does not expressly disclose an antibody which specifically 
binds to the polypeptide of SEQ ID NO: 1 0, since the majority of 24P4C 12 does 
not correspond to SEQ ID NO: 10. 
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Because Afar does not expressly disclose the claimed subject matter, Afar 
can anticipate the pending claims only if it inherently discloses an 
antibody that satisfies this claim. . . .the Afar reference inherently 
anticipates the claimed invention only if the answer to the following 
question is "yes": Does an antibody raised against 24P4C12 of Afar 
necessarily, always and without exception, possess the property of 
specifically binding to the polypeptide of SEQ ID NO: 10? Applicants 
assert that the answer to this questions is clearly "No." 

. . . [because] amino acids 390-397 of Afar are not the same as amino acids 
1-8 of SEQ ID NO: 10. The Examiner has not established that there is any 
similarity between amino acids 1-397 of Afar and SEQ ID NO: 10. 
Therefore, according to the Examiner's alignment, 397 of the 710 amino 
acids of 24P4C12 are apparently completely different from SEQ ID 
NO: 10. That means that 56% of 24P4C12 differs from SEQ ID NO: 10. 
Those of skill in the art recognize that as little as a single amino acid 
change can destroy binding specificity of an antibody to a target. 
. . .Clearly, antibodies raised against a protein with more than half of the 
amino acids being different from SEQ ID NO: 10 would not necessarily 
bind to the protein of SEQ ID NO: 10, when as little as a single amino 
acid change can destroy binding. 

. ..Afar genetically discloses an antibody to 24P4C12, and does not 
disclose "antibodies that specifically bind epitopes in the 398-710 amino 
acid region of 24P4C12." 

. . .the [Kyte-Doolittle] plot makes clear that there are hydrophilic regions 
throughout the entire length of 24P4C12, including amino acids 1-397. 
Therefore, the Kyte-Doolittle plot does not provide any basis for choosing 
to make antibodies only to amino acids 398-710 of 24P4C12. As such, 
antibodies to 24P4C12 do not necessarily bind to SEQ ID NO: 10, since 
56% of 24P4C12 differs from SEQ ID NO: 10. 

In sum, Afar does not disclose any antibodies to any specific region of 
24P4C12. Instead, there is merely a generic disclosure of antibodies to 
24P4C12. While it is possible that an antibody to 24P4C12 would bind the 
polypeptide of SEQ ID NO: 10, it is not a certainty since more than half of 
24P4C12 apparently bears no similarity to SEQ ID NO: 10. Mere 
possibility is not sufficient for inherent anticipation: "Inherency, however, 
may not be established by probabilities or possibilities. The mere fact that 
a certain thing may result from a given set of circumstances is not 
sufficient." M.P.E.P. §21 12 ^IV (8th ed. 2004), quoting In re Robertson, 
169 F.3d 743, 745 (Fed. Cir. 1999) (emphasis added). 
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For the reasons discussed above, Afar does not teach each and every 
element of the claims, either expressly or inherently. As noted above, Afar 
generically discloses an antibody to 24P4C12, and does not disclose 
"antibodies that specifically bind epitopes in the 398-710 amino acid 
region of 24P4C12." 

Even if it is obvious to make antibodies to hydrophilic regions, as 
discussed above, the Kyte-Doolittle plot makes clear that there are 
hydrophilic regions throughout the entire length of 24P4C12, including 
amino acids 1-397. Therefore, the Kyte-Doolittle plot does not provide 
any basis for choosing to make antibodies only to amino acids 398-710 of 
24P4C12. As such, antibodies to 24P4C12 do not necessarily bind to SEQ 
ID NO: 10, since 56% of 24P4C12 differs from SEQ ID NO: 10. 

Applicants are unclear what the Examiner means by "modification," but to 
the extent the Examiner is referring to making antibodies exclusively to 
amino acids 398-710 of 24P4C12, this statement is without support. 

Applicants respectfully request that the Examiner provide evidence to 
support this assertion, as Applicants believe that one of skill in the art 
would not recognize a motivation to make antibodies exclusively to amino 
acids 398-710 of 24P4C12 based on the cited reference and Kyte-Doolittle 
plot. The Examiner's unsupported assertion of fact represents a statement 
by "official notice." See, e.g., In re Zurko, 258 F.3d 1379, 1385, 59 
USPQ2d 1693, 1697 (Fed. Cir. 2001); and In re Ahlert, 424 F.2d 1088, 
1091, 165 USPQ 418, 420 (CCPA 1970). Applicants submit that the 
Examiner's statement asserted by official notice is not well-known or 
capable of instant and unquestionable demonstration as being well-known. 
To the contrary, one of skill in the art would conclude that the plot clearly 
shows hydrophilic regions throughout the entire length of 24P4C12, 
including amino acids 1-397. Thus, in accordance with M.P.E.P. 
§2144. 03C, Applicants respectfully request documentary evidence 
demonstrating that one of skill in the art would recognize a motivation to 
make antibodies exclusively to amino acids 398-710 of 24P4C12 based on 
the cited reference and Kyte-Doolittle plot. If this is not what was meant 
by the Examiner's statement that "[o]ne of skill in the art would be 
motivated to make this modification," Applicants request that the 
Examiner clarify to what "modification" he is referring. 

A generic disclosure of antibodies to an entire protein is not a disclosure 
of antibodies to a specific region. Absent some motivation to make 
antibodies exclusively to amino acids 398- 710 of 24P4C12, the disclosed 
antibodies to 24P4C12 clearly do not inherently possess the claimed 
features. Because the cited reference does not disclose each and every 



Application/Control Number: 10/063,515 Page 5 

Art Unit: 1647 

element of the claims, either expressly or inherently, the Examiner has 
failed to establish a prima facie case of obviousness. Therefore, Applicants 
respectfully request reconsideration and withdrawal of the rejection of 
claims 1-5 under 35 U.S.C. § 103(a) as obvious over Afar et al. 

5 

Applicants' arguments have been fully considered but they are not persuasive. Afar 
readily identifies regions of the 24P4C12 protein that show immunogenic structure and discloses 
antibodies to those regions. Based on the Kyte-Doolittle plot, Afar clearly identifies 
immunogenic regions that are identical to the immunogenic regions in applicants' SEQ ID NO: 

10 10 and clearly discloses antibodies to those identical immunogenic regions. The examiner is 
aware that a genus does not always anticipate a claim to a species within the genus. However, 
when the species is clearly named, the species claim is anticipated no matter how many other 
species are additionally named. See MPEP § 2131.02. Therefore, in view of Afar's clear 
identification and disclosure of immunogenic regions in 24P4C12 that are identical to the 

15 immunogenic regions in applicants' SEQ ID NO: 10, the arguments that "56% of 24P4C12 

differs from SEQ ID NO: 10", that "amino acids 390-397 of Afar are not the same as amino acids 
1-8 of SEQ ID NO: 10", that the "Examiner has not established that there is any similarity 
between amino acids 1-397 of Afar and SEQ ID NO: 10", and that "there are hydrophilic regions 
throughout the entire length of 24P4C12, including amino acids 1-397" are of no consequence. 

20 Unlike the findings of the court in In re Zurko, in the present case and in the present 

rejection the examiner does not rely on any alternative references to reach a conclusion of 
obviousness. Nor does the examiner rely on any general conclusions about what is "basic 
knowledge" or "common sense" to one of ordinary skill in the art to reach a conclusion of 
obviousness. Rather, the examiner has pointed to concrete evidence in the record to support the 

25 conclusion of obviousness. Specifically, Afar concretely states that regions of the 24P4C12 
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protein that show immunogenic structure can readily be identified using various methods known 
in the art, such as Kyte-Doolittle (page 34, full paragraph 3). The examiner has provided a Kyte- 
Doolittle plot to show that it would have been obvious to one of ordinary skill in the art at the 
time of Applicants' invention to identify hydrophilic regions in the 24P4C12 structure and to 
5 make anti-24P4C12 antibodies that recognize the hydrophilic regions with a reasonable 

expectation of success. Anti-24P4C12 antibodies that specifically bind epitopes in the 398-710 
amino acid region of 24P4C12 will also specifically bind SEQ ID NO: 10 because this region of 
24P4C12 is identical to amino acids 34-321 of SEQ ID NO: 10. One of ordinary skill in the art 
would be motivated to make this modification in order to detect 24P4C12 in prostate samples. 

10 The invention is prima facie obvious over the prior art. The Kyte-Doolittle plot is not a reliance 
on assessment of basic knowledge and common sense not based on any evidence in the record 
and, lacking substantial evidence support. Nor is the examiner's conclusion of obviousness 
based on some hypothetical realm of the examiner's understanding or experience. To the 
contrary, the Kyte-Doolittle plot provides sufficient support for the conclusion that the claimed 

15 antibodies are obvious. 

Unlike the findings of the court in In re Ahlert, applicants, though given [in the Patent 
Office] the opportunity, do not challenge the correctness, notoriety or repute of the Kyte- 
Doolittle plot. Furthermore, the Kyte-Doolittle plot is concretely supported by Afar at page 34, 
full paragraph 3. However, applicants' do not challenge the fact that regions of the 24P4C12 

20 protein that show immunogenic structure can readily be identified using various methods known 
in the art, such as Kyte-Doolittle (Afar, page 34, full paragraph 3). Therefore, the ability of one 
of ordinary skill in the art to readily identify regions of the 24P4C12 protein that show 
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immunogenic structure must be considered conclusive. Therefore, one of ordinary skill in the art 
could have readily predicted immunogenic regions in the 398-710 amino acid region of 
24P4C12 and could have readily made antibodies to those regions. Anti-24P4C12 antibodies 
that specifically bind epitopes in the 398-710 amino acid region of 24P4C12 will also 
5 specifically bind SEQ ID NO: 10 because this region of 24P4C12 is identical to amino acids 34- 
321 of SEQ ID NO: 10. 

If one is to argue, as applicants have argued, that an antibody raised against 24P4C12 of 
Afar does not necessarily, always and without exception, possess the property of specifically 
binding to the polypeptide of SEQ ID NO: 1 0 because amino acids 390-397 of Afar are not the 

10 same as amino acids 1-8 of SEQ ID NO: 10 and it has not been established that there is any 

similarity between amino acids 1-397 of Afar and SEQ ID NO: 10, then one must also accept the 
argument that an antibody raised against the immunogenic regions of amino acids 398-710 of 
24P4C12 of Afar necessarily, always and without exception, possess the property of specifically 
binding to the polypeptide of SEQ ID NO: 10 because amino acids 398-710 are identical to 

15 amino acids 9-321 of SEQ ID NO: 10. Because Afar clearly identifies the immunogenic regions 
of 24P4C12 with reference to Kyte-Doolittle and clearly discloses antibodies that bind those 
regions, Afar clearly identifies antibodies that bind the immunogenic regions of amino acids 398- 
710of24P4C12. 

It is noted for the record that SEQ ID NO: 10 is a partial amino acid sequence and that 
20 applicants have not established any dissimilarity between the undisclosed portion of the 

polypeptide that comprises SEQ ID NO: 10 and amino acids 1-397 of Afar's 24P4C12 other than 
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the difference between amino acids 1-8 of SEQ ID NO: 10 and amino acids 390-397 of Afar's 
24P4C12. 

The examiner fails to see the significance of the references that allegedly disclose that as 
little as a single amino acid change can destroy binding specificity of an antibody to a target 
5 because the rejection is not over antibodies that bind epitopes that differ between SEQ ID NO: 
10 and 24P4C12. Rather, the rejection is over antibodies that bind immunogenic regions in 
24P4C12 that are identical to immunogenic regions in SEQ ID NO: 10. 

The examiner also considers applicants' arguments somewhat misleading because the 
examiner never stated that one skilled in the art would only choose to make antibodies to amino 

1 0 acids 398-7 1 0 of 24P4C 1 2 or that one skilled in the art would make antibodies exclusively to 
amino acids 398-710 of 24P4C12. Nor does the examiner consider such an exclusive teaching 
necessary in order for Afar to anticipate the claimed antibodies because, as discussed above, a 
reference that clearly names the claimed species anticipates the claim no matter how many other 
species are named. Nor does the examiner consider such an exclusive teaching necessary in 

15 order for Afar to render the claimed antibodies obvious because, as discussed above, antibodies 
raised against the immunogenic regions of amino acids 398-710 of 24P4C12 would specifically 
bind the polypeptide of SEQ ID NO: 10 because amino acids 398-710 are identical to amino 
acids 9-321 of SEQ ID NO: 10. The argument that "[a] generic disclosure of antibodies to an 
entire protein is not a disclosure of antibodies to a specific region" is illogical because in making 

20 antibodies one makes antibodies that bind specific regions of a protein. As discussed above, 
Afar clearly identifies the immunogenic regions of 24P4C12 with reference to Kyte-Doolittle 
and clearly discloses antibodies that bind those regions. The Kyte-Doolittle plot clearly 
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identifies immunogenic regions of amino acids 398-710 of 24P4C12. Afar would have yielded 



predictable, obvious results to one of ordinary skill in the art at the time of applicants' invention. 



Specifically, Afar clearly identifies antibodies that bind the immunogenic regions of amino acids 



398-710 of 24P4C12. Because amino acids 398-710 of 24P4C12 are identical to amino acids 9- 



5 321 of SEQ ID NO: 2, Afar clearly identifies antibodies that specifically bind SEQ ID NO: 10. 



Conclusion 

No claims are allowable. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

10 A shortened statutory period for reply to this final action is set to expire THREE 

MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 

15 CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
David S. Romeo whose telephone number is (571 ) 272-0890. The examiner can normally be reached on Monday through 
20 Friday from 9:00 a.m. to 5:30 p.m. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, manjunath rao, can be reached at (571 )272-0939. 

If submitting official correspondence by fax, Applicants are encouraged to submit official correspondence to 
the central fax number for official correspondence, which is (571 ) 273-8300. 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 
25 or final Office action by facsimile (see 37 CFR 1 .6 and 1 .8). 

Any inquiry of a general nature or relating to the status of this application or proceeding may be obtained 
from the Patent Application Information Retrieval (PAIR) system. Status information for published applications maybe 

OBTAINED FROM EITHER PRIVATE PAIR OR PUBLIC PAIR. STATUS INFORMATION FOR UNPUBLISHED APPLICATIONS IS AVAILABLE THROUGH 

Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Contact the 
30 Electronic Business Center (EBC) at 866-21 7-91 97 (toll-free) for questions on access to the Private PAIR system, 



35 /David Romeo/ 

Primary Examiner 
Art Unit 1647 

November 20, 2007 



